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Alerting Abstract JP A 

Eczema and dermatitis treating agent comprises l-alpha-24(R)- dihydroxycholecalciferoL 
USE - The agent is effective for the treatment of eczema and dermatitis. 
USE - Typical examples of eczema and dermatitis are pref. atopic dermatitis, e.g. prurigo 
type atopic dermatitis; acute or chronic eczema; seborrhoeic eczema; prurigo, e.g. atopic 
dermatitis type prurigo; contact dermatitis, nummular eczema, autosensitisation 
dermatitis, lichen simplex chronicus Vidal, dishidrotic eczema, desquamative dermatitis, 
solar dermatitis, diaper dermatitis, nerve dermatitis, housewife's eczema and sebum 
deficiency eczema. The agent is pref. in the form of external medicine, e.g. ointment, 
cream, lotion or tape; injection; oral agent or transnasal agent. The external medicine is 
pref ointment consisting of (a) 1 -alpha, 24(R)-dihydroxycholecalciferol, (b) one or more 
than two hydrophobic and anhydrous solvent(s) selected from fatty acid ester gp., higher 
alcohol gp. and propylene carbonate, and (c) one or a mixt. of more than two lipophilic 
bases selected from white vaseline, yellow vaseline, liquid paraffin, and polyethylene gel 
of liquid paraffin; and the amt. of hydrophobic and anhydrous solvent in the ointment is 
0.01-25.0 wt.%, and fatty acid ester gp. is one or a mixt. of more than two selected from 
isopropyl adipate, decyl oleate, diethyl sebacate, isopropyl myristate, triacetin, tricaproic 
acid glycerol ester, tricapric acid glycerol ester, tricaprylic acid glycerol ester, trilauric " 
acid glycerol ester, trilinolic acid glycerol ester, dicaprylic acid propylene glycol ester, 
diplargonic acid propylene glycol ester and dicapric acid propylene glycol ester; and high 
alcohol gp. is one or a mixt. of more than two selected from octyldecanol cetylalcohol 
and oleyl alcohol. The external medicine is pref. cream consisting of (a) 1 alpha 24(R)- 
dihydroxycholecalciferol, (b) oily phase of (i) solid oily substance of 5-20 pts. wt. of 
white vaseline and 5-15 pts.wt. of higher alcohol gp., and (ii) liquid oily substance of 3- 
10 pts.wt. of squalane, (c) water phase, and (d) 2.5-7.5 pts.wt. of more than two 



surfactants; and the wt. ratio of solid oily substance and liquid oily substance is more than 
2, and higher alcohol gp. consists of stearyl alcohol and cetyl alcohol, and the wt. ratio of 
stearyl alcohol and higher alcohol is 0.65-0.9. 

USE - In an example, TPA (12-)-Tetradecanoylphorbol-13-acetate) was applied to the 
neck of hair-less mice to promote the proliferation of epidermal cells. The activity of a 
alpha, 24(R)-dihydroxy-cholecalciferol (1 alpha, 24(R)-(OH)2D3), against proliferated 
epidermal cells, was measured on the basis of ODC activity and DNA synthesis. The 
results shows that the epidermal ODC activity which was increased by 1 5 times by 
application of TPA was inhibited by 0,1 micron g/head of 1 alpha, 24(R)-(OH)2D3, and 
when 1.0 micro g/head was applied, ODC activity was inhibited to 27% of TPA single 
application gp. DNA synthesis of epidermal cells was promoted by twice by application 
of TPA, but, the amt. of 10 micro g/head of 1 alpha,24(R)-(OH)2D3 inhibited DNA 
synthesis significantly (58% of single application of TPA gp.). 
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[00 3 91 -A^J(^^fe^B^5>(-fi:±^^ b/cS/fey 

tbSo :i:Jxb?^<^^ffi3^6O^J!jPl:fi0iJx.f^ 1 a. 2 4 
(R) -i^t Ko^'>3U:;?;/i.>':7znn— 

1 omilfBi^JLTTfeSr ^^5 1 a, 2 4 (R) -i^t K 
[00 4 0] JblfiiJ' y -i>.?PJO#®^i4^Jti 2 SJgXJKO 

5 ^^T<o 1 «£x_boi?.aafi&<4^j-cfc *3 . r (o^mm\sm 

J!«^8'-'iK>l 2-Cfc'5o 

[0 0 4 1] r<?:><t5/i:5 oms%iU±<SrfllfiS;'rSHL 



m 9 <0#gp?§ti»J ^ LTfi^tjc<7)H L B^EjJSj^ 8 -jf^ 1 
8. i:f9iif*b<«JP^8'-J(i^l 2 i:/iSJ:5>fc^><o-Cfc 

(3 0fcSV>{:i4 OfoSv^^i6 0) y/i^fy h^r h 
U~h. :^}):t^->^'^i^> (6 0) fiUfth-^ix^ft, y 
/ub*i$7>^^y ^ ^> y/wt^^v-^yy^/w^T^— 

(2 0) y^wtf >^^y ^ r> V 
— ^JfiJ :R}-dri^3i^U>' (2 0) y/^i^^ V^y ^'^yW 
y^^i^^^Uly (2 0) y/Whfi5'>'^y 
:?M/— :3^^v^:3lf^l/:/ (2 0) y/UfcT^V'^y 

y (lo) ^yv^i^— 

h. (2 3fe5l/M^2 Sfe^V^ti 3 

[0 0 4 2] ^j.imn\.fz.^ofi^ ^) 

«^fe^*5«9^^^ LT(^l a, 2 4 (R) -v^fcKo:^ 

la, 2 4 (R) —-J\:Yxi^^y^u^)V-^yzz,xi--?v 
C0{t:^6^3c^ttt;ifitt. U;6^t>la, 2 4 (R) -v^b 

[0 0 4 3] ^^m<Dm^ • >^«2^^S^f&I^^JcD^J?f^^ L 

[0044] ?^i::6^T*t>2is:^§^(om^ • mm'^m^wm^ 
mii^<o^bfiir v\f-*m.m^. mm'^^m-^. itriEo 

t>^t\^xhkf^z.tr^x^ho 
[0 0 4 5] ^^m(DmM^\z.vx^ ifii^igtc^scTja^fi 

tmifhfy^. mim±mt\.x\;xm7L}it':/^jv\ivx2^ 
hfi^c ^RW&mMtvxyxmx.\iri^}^>^i^><)/':f 
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[00461 -A»J(?>fft*B^^tCttK^I:KJh 

t Kn^i/ h/u:3i>^, T^f^/Pt Kn^^fv'T^y— /p. d 
1 -a- h=3:7 3.P— J: 9 ^ijiltc^ d 1 - a - 
h =2 :7 a: u ^ tlx ^<oj^;(raa:t:i3l«' o . 0 0 

1-5. om4lFI5-Cfo«9, J:<9^3g{Cji0. 0 1-'3. 

/^t*>'^. y/l^b'V-^;^ y A ; ^l^iy/UT/i^=^—/i^^ 
if^mifC:>tl.^(DmM&\^0. OOl-'lO. oss^ 

■e&t). ^r>Bm\^i^xo, oi-'5. ommu-c^^o 

y'h^i'hv ^J>^m^m^fhi^. "tcDmrnmito. oo 
1-5. osasp-e&t). j:t)»atcno. 0 1-3. 

pHSr6. 5-8. 0 (cUfflS-rSOlCie^^/^git-Ci^P 
[0 0 4 7] *^5g(Ci^:>^/,^ 1 a. 2 4 (R) -v^t K 

lOOMgd^^bO. OlMg, <t ♦9$fjStC:Ji2 0 /i g — 

0. 1 u sy'^xhv. mK.\i£mm<Dm^\cm§^:htL 
^J^. triie#:«^j^^ y-A^j.tcibM:^6^mi: UT<Di 

a. 24 (R) -i^t Ko^i^s U':<7/l-i^>'a:n— >^KO 
0. 0 1 M g-1 oom gXgflt/cfS,t9lc:-g- 
^$iirixj^^v\ ^mM(om^. J;*p^^b<til g 
/g — 2 0 M g/gt^fc-So ^X.t^. iJ^y— ASIJCD^ 
-a*. 51^. i!^ y-A^J^cO«^^ b-C^^O. 0 000 5 
— Ji^^o. 0 iMflro/oC>|6S-cfcs^ ^UT. r<^J:5'tf 

t) 1 0 2IHI-^lHJS:#'^S;6^fcSv^«:«f^^fe{:: J;») i p 

[0 0 4 8l >6K UT3(5:|g|g(Cj:f9 1 a, 2 4 (R) - 

[0 0 4 9] mu<r>i^^<owimimmmm(owm^nmrr 
^t. >^^m<Df^mn<D^^m.^x^^ i «, 24 



13) ^TJ«. #tca«IS»S<OjB^(0«C«SI3l«i!^ y 

±(DMm^mi^x±^\^\ 

[0 0 5 0] 

[0 0 5 1 ] /c^io, £JlT^^ll^fe^J^-*5V^T 1 a, 2 4 
(R) -v^b Kn:^ix=i U;3t;/Uv^>'ain— /U^^?yx.tf 1 
a, 2 4 (R) - (OH) 2 D3 ^ 1 2 4 P3 . 
1, 24D3^. la, 2 S-'^^h h*r3^y=iU:fy/Ui^ 
:7ait3— /u^Sr^Jx.f:fl, 2 5- (OH) z^^mtm^ 

[0 0 5 2] immm i ] 

la. 2 4 (R) - (OH) 2 D3 (Dmi^mmnmi^m 

Ttittd^fi-^^^-l, 2 5- (OH) 2 'D3 t(D\tm 
Um) ^r\^y^ * -^^y^ (SKH-1. ^. 7 — Sweek 
s old;Crl ) HWlFP^Wt-TPA (12-0-Tetradecanoyl 
phorbol-13-acetate:Wako ) VX^&iMS^(OM 
m^jLm^'^. ZtliZM-Thl a, 2 4 (R) - (O 

H) 2 D3 (^i^^^. oDcm^Rxj^r>NA^^^mm 

irUr. 1. 2 5- (OH) 2 D3 titm^fiLtz. 
[0 0 5 3] ©TPA^^-^;tri£ : 1 0 0 nmo 1 /m 1 

l.tz^ri->^ ' ^^:!^<om=^UBCfS2X3 cm^ iz, 1 
0 0 Ml ^^Lfco 

[0054] ©Stft^ifeSS^** : ff«Ojiffi(OT-fe h 

Tl^:^ "^^y^(Dm'^UBLJS2X3 cm^ iZ^ TP AM 

^iic^jci 0 0 M l ^^Uite. 

[0 0 5 5] (3)ODC^<4»j;£ 

I) mm^ 

1. TPA (-) 

2. TPA (+) /la. 2 4 (R) - (OH) 2 D3 

(-) 

3. TPA (+) /I a, 24 (R) - (OH) 2 D3 
1. 0//gXhead 

4. TPA (H-) /l, 25- (OH) 2 t>3 
1 . 0 M g/h e a d 
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II) m^9}:&:^m 

>m-r h y ^ J>^mmm (ph?. 2) . 0. imMt^y 

-^tfttW^ftO. Sm 1 ^i-ey:=>5r— v-g VL. 3 0 0, 

m^oDcm\^m\&(Dmmmt\^. ch i d sL, k. m 

^-r^y-^-f (/M:^^K%f:) ^m\^^xn^tzo 
10 0 5 61 ^mfil<if;i. mg^>y<^m^it*) ii^m 

( n m o 1 C O2 h r g — prote in) 
1 0 0 5 7 1 ® D N A-g-^^BiJ^t 

I ) mmm 

1 . T P A (-) 

2. TPA (+) /la, 2 4 (R) - (OH) 2 D3 
(-) 

3. TPA (+) /la, 24 (R) - (OH) 2 D3 
lO/ig/head, 

4. TPA ( + ) /I, 2.5- (OH) 2 D3 
lO/xg/head 
#S*4-'5^J-T?|ll&p 

II) SOJ^^fe 

TPAtt*Z]lHlcr)^, la, 2 4 (R) - (OH) 

2 D3 , 1. 2 5- (OH) 2 D3 . *5<J:U5t*-^7^-C 

fcsr-feh>'fi. TPA^^ftjiE^. su^i oB^r^r^pg-r? 

20 (-^ffSlHl) ^;?!iUfco TPAM:^»T^2 a^^S^ 
3H-^:^i:^i^ (7 4 0 k B q/h e a d) ^j^E^F^^ 
#Li^o 3Ei-l^P^^ (TPA^;fli^2 4^r^^) . ^ 

(KLfco ^^^7K?^T2m 1 00. 2Na§:^^^T'2 
[a]. 2in 1 CO^^y— /U/:3i— y^/W ( 1 / l) "T? 1 
ofc^, 0. 5Ni©jtt^®?S:lmi;!jPx.9 Ot:-Cl 05^ 

VffitCj:f9DNAJ:^^»b. *fiDNAft^<^jfetttg 
(3H-^^i^>- (Thy) ) ^iZ^^S (dpm//xg 

-DNA) $r^WUfeo 
[00 58] (D*S« 

1) TPA^:mtCi:!9^^$tt-5^^ODCfl&14c0R^ 
IZf&t^ la. 2 4 (R) - (OH) 2 D3 (Of^ffl (E! 
1) 

4 (R) - (OH) 2 D3 tt^^ftJSO. 1 M g/h e a 

diJt±-e«i^jUfcnt;is^J6o ^^fii. O/zg/he 



a d (Cfcl/>r 1 a, 2 4 (R) - (OH) 2 D3 fiOD 
C?§14^TPA*?!&^;r^i¥(0 2 7%(Cffll^JU> 1, 2 5 
- (OH) 2 D3 0 5 4%J:f9t>3St^«I^Jf^ffiS:^U 

[0 0 5 9] II) TPA^:fli(CJ::5^^tDNA'&^07t 
iilvl^-rSla, 2 4 (R) - (OH) 2 D3 <Of^^ 
(|g|2) 

a, 2 4 (R) - (OH) 2 D3 JiM^*l 0 M g/h 

e a d-c*ic(ci5i]MLyb:i^;&S5pj§^ r <^ffi"fitCioV>-C 

la, 2 4 (R) - (OH) 2 D3 f^DNA-^^^TP 

A*.3AM^»co 5 8 ^Mc^m ^a:)aift!)3^SfiP cm 

ftoi, 2 5- (OH) 2 D3 <7)6 2%J:0 3^;/j-efco 

[0 0 6 0] i^Jl±l a, 2 4 (R) - (OH) 2 D 
3 TPAtdJ: ♦5S^$tL2>^r u:?^ • •^[>;^^^cD 
it5Tl:a:il. EP*?. ODC?§f^(7)^2^; ^W^DNA-a^fife 
OTtiiSr. 1, 2 5 (OH) 2 D3 J:9 3S;^{c«i^Ji-6 

[0 0 6 1 ] : :$immmiiZ^i'f^^^xmn^T<r> 

DChida K et al. Inhibition of 1 a-25-dihydroxyv 
itamin D3 of inductionof epidermal ornithine deca 
rboxylase caused by 12-0-tetradecanoylphorbol-13-a 
cetate and teleocidineBl, Cancer Res. , 44:1378-139 
1, (1984) 

[00 6 21 L^mm 2 ] 

la. 2 4 (R) - (OH) 2 D3 ^^Sti^^^^f^^^^t* 

^Tl^;^ (SKH-l, 7 -^8 weeks old ; Crl 

) ^^t^^/ttCT PA (1 2-0 -Tetradecanoylphor 

bol- 1 3 -acetate ; Wake) ^^^L. M^UitBCfK 

\zm.m^ti^m>^<D^m,^mt\cM-r^ i «. 24 
(R) - (OH) 2 D3 i^m^mmmm^m^wmc 

[0 0 6 3] ®TPA&k':^m : 1 0 0 n m o 1 /m 1 

(DT'^hiymmt L.itTPA^^ :^—y^^i^mmTxm^ 

0 0 M l^^LfCo 

[0064]<Dla, 24 (R) - (OH) ^ D3 

: 1 fi B^^K^T^ h>mmtl.fcl a, 2 4 
(R) - (OH) 2 D3 :x-X/V^^TTll3tUfc 

---r u;^ • •^>>>^<^)^Wla5^jS2 X 3 cm^ (c:. tpa 
^^iic^tc 1 0 0 1 uyto 

[00 65] 

1) TPA (-) 

2) TPA (+) /la. 2 4 (R) - (OH) 2 D3 
(-) 

^^^3. 5, 7, 9, 2 4. 7 2Nf^^ 
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3) TPA (+) /la, 2 4 (R) - (OH) 2 D3 
(+) 

^^^3, 5, 7, 9, 2 4. 7 2^ra^ 

1 0 0 6 6 1 ®^j^m^3k(Dwm^ i 



Hematoxylin-Eosin ^fe«rffi LfciiajK«)Jt^S'«aLTr* 

[ 0 0 6 71 - ;^<b?S:L 
++ ; ff'^at 

+++ ; ii5^ 

[0 0 6 81 
[^11 



n TP A (-) m 

TPA(-)/1.24<0H)2D3 (-) 

± +_ ++ iif 

lA^ 3 0 0 0 0 

t^h/u 3 0 0_ 0 0 

^^owmit 3 0 0 0 0 

jgatcpgia 3 0 0 0 0 

^AomK 3 o 0 0 0 

^j^og^ a 0 0 0 0 

jfeJfe^flSgiH 3 • 0 0 0 o_ 

. «gjiaa?« 1 2 Q 0 o_ 

[00691 [^21 

2) TP A ( + ) 

a^ft 3KIM , . 

TPA(^-)/1.24 (0H)2D9 (-) TPA(i)/l,24 (0H)^D3(4) 

. — ± -h - ± + ft ft4 

«3» 3 0000 3000~ 

V^hA, 3000 0 30000 

. ^AOf^Mit 3 0 0 0 0 3 0 0 0 0 

^^Ogffl 3 0 00 0 30 0 00 

'^A<O^K 3 0 0 0 0 3 0 0 0 0 

^^&(D^i^ 03000 21000 

i^j^^aa^si 12 0 0 0 3 0 0 0 0 

^g^Sjgg 0030 0 003 00 

[00 701 [* 3 1 

ft^ntBUrK [ ■ . 

TPA 24 (0H)2Da(-) TPA (»)/!, 24 (OH) 2D5 C-^) 

- ■ ± -f »t +ft - ± -t- tf iif 

30000 30000 

y ^ ^ 3 0 0 0 0 3 0 0 0 0 

^AOiUMit 3 0 0 0 0 3 Q 0 0 0 

^j^g)gira 30000 30000 

^&(omJ^ 300QO 3 0000 

^M(D&^ 0 2 1 0 0 0 12 0 0 

fej^^j^aa 0 3 0 0 O 2 1 0 0 0 

ittBflagaa 0 0 0 3 0 00120 

[00 7 11 [*4l 
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[0 0 7 2] 



10 0 7 31 



(0 0 7 4] 







TPA(+)/L24(0H) 


2D3 






TPA(0/h 24(0H) 








± 


-h 


++ 


+ + + 


- 


± 


+ 


+ + 


+++ 




o 
o 


0 


0 


0 


0 


3 


0 


0 


0 


0 


Of t> ^ 


3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




0 


0 


2 


1 


0 


0 


3 


0 


0 


0 




0 


3 


0 


0 


0 


2 


1 


0 


0 


0 




0 


0 


0 


3 


0 


0 


0 


0 


3 


0 


1 










[^5] 






































TPA {+)/!. 24 (OH) 2D3 


(-) 




TPA(O/l.24(0H) 






- 


± 


+ 


f+ 


+++ 


- 


± 


+ 


++ 


+++ 


vim 


3 


0 


0 


0 


0 


3 


0 


0 


0 


0 


Of <b ^ 


3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




2 


1 


0 


0 


0 


3 


0 


0 


0 


0 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




0 


0 


3 


0 


0 


0 


1 


2 


0 


0 




0 


3 


0 


0 


0 


0 


3 


0 


0 


0 




0 


0 


0 


a 


0 


0 


0 


0 


3 


0 


1 










[^61 






































TPA(+)/1.24{0H) 




(-) 




TPA(+)/1.24(0H) 


aD, 


(+) 




- 


± 


+ 


ff 


+++ 


- 


± 


+ 


++ 


♦++ 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




3 


0 


0 


0 


0 


3 


0 


0 


0 


0 




0 


0 


3 


0 


0 


2 


1 


0 


0 


0 




0 


0 


3 


0 


0 


2 


1 


0 


0 


0 


^>%, 


0 


1 


2 


0 




Q 


0 


0 


0 


0 




0 


0 


1 


2 


0 


0 


0 


3 


0 


0 


*H 1 1.M tr*^ 


0 


0 


3 


0 


0 




3 


0 


0 


0 




0 


0 


0 


3 


0 


0 


0 


3 


0 


0 


1 
1 
















































TPA(+)/l. 


, 24 (OH) 


2D3 


(-) 




TPA(4)/1, 


. 24 (OH) 




(+) 






± 


-f 


+ + 


f t + 




± 


-f 


f+ 




TftIK 


8 


0 


1 


0 


0 


3 


0 


0 


0 


0 




2 


0 


1 


0 


0 


3 


0 


0 


0 


0 




1 


2 


0 


0 


0 


3 


0 


0 


0 


0 




1 


2 


0 


0 


0 


3 


0 


0 


0 


0 




2 


0 


1 


0 


0 


3 


0 


0 


0 


0 




1 


2 


0 


0 


0 


1 


2 


0 


0 


0 




2 


0 


I 


0 


0 


3 


0 


0 


0 


0 




0 


0 


3 


0 


0 


0 


0 


3 


0 


0 



[0 0 7 51 ±fBJem:d^P>. £AT<OCi:dS|g^;6>"efc 
[0 0 7 61 TPA<DS*{Cj;r>, ATmSLt^hMAM 
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±tf£otc. $b{C^^m2 4NFffliiCfi, XJ^hAyRV^ 
[0 0 7 71 TPA(Dm^liCX^^m^th^Cthib><om 

mcn\^xi, 2 4 (OH) 2 r>^^m^'r^:it\c^ 

[0 0 7 81 1. TPAM:fl5^5B^^i-C. ATm^Hi^tb 

[0 0 7 91 3.M^m^(Di^^m^mfi^(Dmm. m&,imm. 
h^\^^nmm:mm\^M\^x\t. mm^? 2f^mn\zis\.^ 
[0 0 8 01 immms:\ . 

la, 2 4 (R) — i^t Kti^v^n U';i?/wvr7 3it3— 

la, 2 4 (R) — v^t Kd=¥v'=2 l^;?;/Wi^>'a^P— 
0. 2mgSrri^f >^»t?^y::7'ntf/P0. 5 g{cS« 



rSl7KtiO#:«Sy (la, 2 4 (R) -t^t Kn^r->3 
U:^/l'V':7^a-yW^^2 M g/g) <lr#/Co f^litcu 
Tl a, 2 4 (R) "V^t Kadf.^>=i lx;^?y^:^/ya^c2 — 
/^0. 5mgi£rllv>-C5M g/g<7:)e:«fc#fco 

[0 0 8 11 L^mm4'i 

la. 2 4 (R) — i^b Ko^^v'zi U';3?7/l^>'>'zcn— 
la, 2 4 (R) -i/t: Ko^iyr3 i/;^yu^>:7rnu— /V 

0. 5mgSrrv^b'>'®gt^-r y:7'Di:Vwi. 5 g ic^*? 
ro^^KSr s ot:jc:;(raiaLfcefe!7-fey iyg 9. 5 

T4ffi7K^4<D®:#^J ( 1 a , 2 4 (R) -t?t: Kn 
u;&/v->:7ain— /u-ifil^l 5 m g/g) tr^ito 

[0 0 8 21 immms^ Tmm8izmm.(D^m^2-- 
9. 1 iRxfi 3^t^m^\.sox:{zmm\^xmmt 

U -^rr-^^^l^rg^JDDLriS-Jfe^?* (ffi^^KA) <t L 
fco — J5S;5^ 1 6 (ci 0 . 12, 14. 15^^;!3PU 

m (^-ffaK) \HxmmAtmmBt^mi^\^xi^-fj: 

to 0 8 31 
[^81 



£ in 


1 la,24-(0H)2-V,D3 


0.0 0 0 2£A«{S 


la t6 ^ 


2 S T7 -t: i; > 

4 :^ T- r >; r /t =? — 


1 OMfi^ 
1 fifi^ 


1* ^ ^ 




1«JI«C 




7 >; n^^/fti^ 

8 y + t/x^ P V-fe-^ytoL— -r^i- 
8 V -t y > ^ >^ ;^ r — h 


0. 8MM^ 
2.4fiJI£$ 


ft S » 


10 f 1/ > ij 3— 


1 OSft^ 


^ ^ 


11 DL-a-Kci^xn — >»u 


0. 0 2£fi^ 


e3& M 19 


13 Kn^i^^S.#K:?'D V^^u 


0.1 MfiiiS 

0. 1 


a m m 


14 y >M*«2:^ h y ❖A 

15 y >® 27k3R:^ h U tf J*. 
15 * 


as (pH.= 7. 2) 






1 OOfift^ 



[0 0 8 41 [^Jfei^J 6 ] T h \^—^^m^(r>%^ (1 ^9 {;ilE^-r5o 

9:^. m.mm4^) (DmM\z.'mm3(o\ a, [oo85i 

24 (R) -v?t Kn:^->3U;ft/Pix:7 3:n— /W«CW^J [^9l 
(5Mg/g) ^2g/lpl. 2|Hl/0-e»4-UfcjgmSr 
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1st 4- m 






& 










m 








Ik t 


m 


^ m 
















Ik t 




m m Si 






^ IBS 



[0 0 8 7] [HJte^jr] (1 7:r. *c 

^4 ^3I^K9K15^) <7)^#tC|li6|P»j4 0 1 a, 2 4 



(R) -v>t: 
5/ig/g) SrlOg/'2(Hl. 2m/B. 

^ {.itm^^m 1 0 {;i|E«t-So 

(0 0 8 8 J 
[^101. 



id 



ft 



8fr 



m m 



& m m & at & 

1 0 0 8 9 1 ]&^mM.Rx Mam^(DBLmmm&(Dm'^ 

[0 0 9 01 [ntfe^j 8 ] T h f — 

^IdlUa^y 3 CO 1 a , 24 (R) - v^t Kn^ v-=3 U;^ 

[00 9 il 28:r. mif^ffl^.20^ 

^^^W: 2 g/m. 2lHl/0 
[0 0 9 2] 
[^111 



«:^43am€i 



[0 0 9 3 ]'jjgigj^j^z^utiiA -a'^j;^<^^jtaji£g<^^j;£ 
[0 094] [utig^ij 9 ] f^wi^^i^<om^\z.mmm s 

(Ola, 2 4 (R) -i^M zcx^-- 
>^«^J (2;ig/g) <^^^U:fe^^m^-l^Ti;^lE«r 

So 

[0 0 9 5] 2 9:^. mmnm^^ 
n^^m 1 g/ia. 2myB. mmm^ 

[0 0 9 6] 
[^12] 



IB e B 












Si s 




ft ft 






L 








« .« 


mm 



-12- 



IS «^ Q 














+^ 




« ft 


L 






« ft 


6 ft 






its & 


m & 


H ft 


U L 



[00 9 71 ^«gff^^U^JS^'^flJ:^0^«fi^S<^)^J^ 
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